Background: Diabetic kidney disease (DKD) is a major burden in elderly patients with type 2 diabetes (T2DM). Low estimated glomerular filtration rate (eGFR+, < 60 mL/min/1.73 m2) and albuminuria (Alb+) are essential for the diagnosis of DKD, but their association with clinical variables and quality of care may be influenced by ageing. Methods: Here we investigated the association of clinical variables and quality of care measures with eGFR+ and Alb+ in 157,595 T2DM individuals participating to the Italian Association of Clinical Diabetologists (AMD) Annals Initiative, stratified by age. Results: The prevalence of eGFR+ and Alb+ increased with ageing, although this increment was more pronounced for low eGFR. Irrespective of age, both the eGFR+ and Alb + groups had the worst risk factors profile when compared to subjects without renal disease, showing a higher prevalence of out-of target values of HbA1c, BMI, triglycerides, HDL-C, blood pressure and more complex cardiovascular (CVD) and anti-diabetic therapies, including a larger use of insulin In all age groups, these associations differed according to the specific renal outcome examined: male sex and smoking were positively associated with Alb+ and negatively with eGFR+; age and anti-hypertensive therapies were more strongly associated with eGFR+, glucose control with Alb+, whereas BMI, and lipid-related variables with both abnormalities. All these associations were attenuated in the older (> 75 years) as compared to the younger groups (< 65 years; 65-75 years), and they were confirmed by multivariate analysis. Notably, Q-score values < 15, indicating a low quality of care, were strongly associated with Alb+ (OR 8.54; P < 0.001), but not with eGFR+.
Background
Kidney dysfunction is rising worldwide in parallel with population ageing [1] , being diagnosed in about 25% of people aged 65-74 years, and in > 50% of those aged > 75 years [2] . Senescence is associated with a progressive decline of estimated glomerular filtration rate (eGFR) of about 1-2 ml/min per year, depending on ethnic, genetic and environmental factors, which may limit renal reserve and make this organ more susceptible to damage by several factors, including type 2 diabetes mellitus (T2DM) [3] [4] [5] [6] .
T2DM is a progressive disease [7] whose prevalence also increases with age [8] , thus exposing elderly patients to an increased risk of long-term diabetic complications, including diabetic kidney disease (DKD).
Low eGFR and albuminuria are the central features for the diagnosis of DKD, and they may be present together in 12% of T2DM subjects or as isolated forms in 35% of them: 24% as albuminuria with preserved eGFR values, and 11% as isolated low eGFR values (< 60 ml/min) [9] .
In the large cohort of the Italian Association of Clinical Diabetologists (AMD) Annals Initiative, we have recently demonstrated that low eGFR and albuminuria may have different associations with clinical variables and risk factors for cardiovascular disease (CVD) [9] .
However, in spite of the large prevalence of DKD among elderly T2DM patients, it is still unclear whether ageing modifies the associations of low eGFR and albuminuria with CVD risk factors, a particularly relevant issue when considering that DKD is associated with an enormous CVD burden, even at older ages [10, 11] .
Furthermore, quality of diabetes care should be carefully considered in elderly patients with DKD, since management of diabetes and its associated CVD risk factors may be different at different ages.
Therefore, here we explored the prevalence of low eGFR and albuminuria and their associations with CVD risk factors and quality of care indicators in a large cohort of T2DM patients participating to the AMD Annals Initiative, stratified according to a wide age-range.
Methods
In the present report, we analyzed the data set of electronic medical records, collected between 1 January and 31 December 2011, from 157,595 patients with T2DM followed-up at 207 diabetes centers included in the Italian Association of Clinical Diabetologists (AMD) Annals Initiative. Details on database and data collection have been reported elsewhere [12] [13] [14] . Data were collected and centrally analyzed anonymously, and the results were internally approved by the AMD Annals scientific committee. This initiative includes measuring and monitoring of major metabolic laboratory parameters, anthropometric measures, systolic and diastolic blood pressure (BP), as well as the use of specific classes of cardiovascular drugs. In particular, kidney function was assessed by serum creatinine and urinary albumin excretion measurements. eGFR was estimated for each patient using a standardized serum creatinine assay and the CKD-EPI formula. Increased urinary albumin excretion was diagnosed as: i) microalbuminuria if UAE rate was > 20 and ≤ 200 μg/min, or if urinary albumin-tocreatinine ratio (ACR) was > 2.5 mg/mmol in men and > 3.5 mg/mmol in women and ≤30 mg/mmol in both genders, or if urinary albumin concentration was > 30 and ≤300 mg/l; ii) macroalbuminuria if UAE rate was > 200 μg/min, or if ACR was > 30 mg/mmol in both genders, or if urinary albumin concentration was > 300 mg/l. Albuminuria indicated patients with either micro-or macroalbuminuria.
Quality of care assessment
Quality of care was assessed through a validate score, the Q score [15, 16] , which is calculated on a combination of process and outcome indicators, based on levels and treatment of major CVD risk factors (HbA1c, blood pressure, LDL-cholesterol and albuminuria), assigning the highest score when the desired goals were attained, whereas the lowest score was assigned when the patient was not treated for the specific condition despite elevated values or when the patient showed unsatisfactory values despite the treatment. Overall, Q score ranges between 0 and 40, with a higher score reflecting better quality of care.
Statistical analysis
Data are given as mean values ± standard deviation (SD); and categorical variables as frequencies and percentages. Logistic mixed regression models were used to analyze predictors of eGFR < 60 mL/min/1.73 m2 or albuminuria. Due to the large sample size, odds ratios (ORs) were displayed with 99.9% confidence interval (CI). Diabetes clinics were fitted as random effect to consider possible differences in data across centers. Multivariate models were fitted with a complete-case analysis by including patients for which all data were observed. No missing data replacement was used. For the high number of missing values, a separate multivariate OR was computed for smoking status. The analyses were made using STATA software, Version 14 (StataCorp, College Station, Texas).
Results

Clinical characteristics of T2DM participants according to age
Clinical characteristics of the 157,595 T2DM subjects according to age (< 65 yrs., 65-75 yrs., > 75 yrs) are shown in Table 1 . Male gender and smokers, as well as BMI values decreased with age, whereas glucose control was comparable (mean HbA1c 7.2-7.3%) in all agegroups, in spite of the increasing diabetes duration. eGFR values decreased, whereas serum creatinine levels and the frequency of subjects with diabetic retinopathy increased with age. The oldest groups showed a more favorable lipid profile, higher systolic and lower diastolic BP values and lower proportion of smokers.
Age-differences were also noted in hypoglycaemic therapies: diet therapy only and oral hypoglycaemic drugs use progressively decreased with age, while insulin treatment increased. In particular, in the > 75 years old group, 59% of study subjects were treated with oral drugs, 20% with insulin, 17% with a combination therapy and 5% with diet alone.
As for cardiovascular medications, lipid-lowering treatments were more frequently used in the intermediate agegroup, fibrates in the youngest subjects, although in a small absolute number, whereas anti-hypertensive and aspirin treatments progressively increased across agestrata.
Quality of care, assessed through the Q-score, showed high values (mean score 30), indicative of an overall good quality of care, with slightly lower scores in the oldest group.
Clinical characteristics of T2DM participants according to age and the presence of low eGFR and albuminuria
As shown in Fig. 1 , the prevalence of DKD progressively increased with age, and this increment was more evident for low eGFR than for albuminuria (P < 0.001 for all comparisons). Clinical parameters according to age and the presence of low eGFR (Table 2) or albuminuria (Table 3) were also investigated.
As shown in Table 2 , subjects in the eGFR+ (eGFR< 60 ml/min) groups showed a lower prevalence of men, an older age and a longer diabetes duration. Albuminuria and retinopathy were also more prevalent in the eGFR + groups, without differences across age-strata. Similarly, irrespective of age, the percentage of out-of target CVD risk factors were significantly higher in the eGFR+ than in the eGFR-groups, with the exceptions of BMI which did not show any difference according to eGFR status in the oldest group, of BP control which was comparable in the 65-75 group, of the percentage of smokers, which was lower in the eGFR+ groups in all age-strata, and LDL-C which was more at target in the eGFR-group. Also, glucose control was worst in the eGFR+ groups in all age strata and, overall, poorest in the < 65 years group.
As for concomitant treatments, diet and oral medications decreased whereas insulin use alone or in combination with oral agents was higher in the eGFR+ groups; also the percentage of subjects treated with lipid lowering, anti-hypertensive drugs and aspirin was higher in the eGFR+ groups, irrespectively of age.
The number of subjects with low Q-score (< 15, bad quality of care), was higher in the eGFR+ groups at all ages, whereas Q-score values > 25, indicating a good quality of care, had the opposite trend. Table 3 shows study parameters according to age and the presence of albuminuria (Alb+). Prevalence of male sex, age and diabetes duration were higher in the Alb+ group, irrespective of the age-categories. Also risk factors profile was worst in the Alb+ groups, which showed higher BMI values, poorer glucose, TGs, HDL-C, BP control and smoking habit; conversely, the Alb+ group had a higher percentage of subjects with at-target LDL-C values.
Lipid lowering and anti-hypertensive treatments were more frequent in the Alb+ groups, although the differences were not statistically significant at older ages (> 75 years group). Similarly to the eGFR+ groups, more complex hypoglycemic therapies (insulin alone or in combination) were more frequent in the Alb+ groups at all ages.
The Q score showed consistently worst values in the Alb+ groups at all ages; low Q-score values (< 15) were particularly frequent in younger subjects with than without albuminuria (11.2% vs 2%, respectively).
Factors associated with low eGFR and albuminuria according to age
Univariate associations of low eGFR and albuminuria with study variables according to age strata are illustrated in Additional file 1: Figure S1 .
Both eGFR and albuminuria showed significant associations with study variables, although with a different strength and direction, depending on the examined outcome.
Impaired renal function (eGFR< 60 ml/min) was significantly associated with age, diabetes duration, BMI, TG/HDL-C, BP, anti-hypertensive and lipid-lowering treatments, and the strength of these associations was attenuated by ageing. Male sex and smoking habit were negatively associated with low eGFR values. Also, higher BP values (≥ 140/85 mmHg) were positively associated with low eGFR in the < 65 years group and negatively in the older ones.
Albuminuria was positively and strongly associated with male sex, glucose control, TG/HDL-C, BP and medications, and smoking. BP control was positively associated with albuminuria at every age-range. LDL-C was negatively associated with the presence of albuminuria. Also in The bold values refers to significant (p < 0.001) comparisons between patients with eGFR< 60 mL/min/1.73m 2 (eGFR+) and those with values ≥ 60 mL/min/1.73m 2 (eGFR-) the case of albuminuria the strength of these associations was generally attenuated in the oldest groups. These relationships were confirmed at multivariate analysis (Table 4) . The model for eGFR includes sex, age, BMI, glucose, lipid and BP control, and albuminuria. The model testing albuminuria as dependent variable also included eGFR. In particular, multivariate analysis confirmed that glucose control was not an independent predictor of low eGFR, and the association with BP control was attenuated in the youngest group (< 65 years). As for smoking habit, it was independently and positively associated with albuminuria (OR 1.60; 95%CI: 1.52-1.68), whereas the opposite was noted for low eGFR (OR 0.79; 95% CI 0.74-0.84).
Similarly, a low quality of diabetes care (Q score values < 15 vs > 25) was strongly associated with albuminuria (OR 8.54; P < 0.001), whereas this association was not noted for low eGFR values (OR 1.10; P = 0.004), irrespective of age groups (Additional file 2: Figure S2 ).
Discussion
Diabetes care in elderly patients is challenging because of several epidemiological, clinical and economic issues, which are amplified in presence of chronic complications.
The prevalence of diabetes is high in older subjects, affecting more than 20% of subjects > 65 years [17] . Our data, on a large sample of outpatients with T2DM with a wide age-range, showed that renal complications affect 41.3% of this population, and more than 60% of those aged > 75 years.
These prevalence figures are comparable to those reported both in non-diabetic and diabetic cohorts, although with some disparities imputable to differences in study design, disease duration, and T2DM management.
In non-diabetic cohorts, the prevalence of renal disease parallels the ageing process, affecting up-to 56.1% of subjects aged > 75 years [18] [19] [20] [21] . However, the NHANES study underlined how diabetes has a stronger impact on renal function than ageing itself, showing that the increasing prevalence of renal impairment in the US population in the period 2005-2008 was related to the increasing trends of diabetes, while the age distribution of that population did not change during the observation [10] .
Available data on DKD prevalence among elderly T2DM cohorts are also varying, with a DKD prevalence of 15.1% reported in older adults in the Republic of Ireland [22] , whereas, in theT2DM patients aged > 75 years in the ZODIAC-24 study [23] , the prevalence of low eGFR was 42% and that of albuminuria 52%. These data are similar to our findings and those reported in the Renal Insufficiency and Cardiovascular Events (RIACE) Italian Multicenter Study (RIACE) cohort [24] .
The overall high prevalence of DKD in elderly T2DM patients is likely to be the result of two opposite trajectories, i.e. the high frequency of T2DM in this agegroup, and the decreased mortality rate due to a better control of the disease, which may have contributed to increase patients survival, allowing sufficient time to develop chronic diabetes complications [25] [26] [27] [28] .
The physiological decline of renal function with age may have also played a role, since senescence is associated with a gradual decline of eGFR [3, 4] , an observation that was confirmed by our study, wherein the impairment of eGFR across age-strata was much more pronounced than the occurrence of albuminuria (Fig. 1) .
Similarly, in the UK Prospective Diabetes Study (UKPDS) study, older age was a significant predictor for the onset of low eGFR but not of albuminuria, whose prevalence was comparable to our findings: 24.9% in the UKPDS vs. 25.6% in our study subjects in the corresponding age-range (< 65 years old) [29, 30] .
Interestingly, our data also show that not all T2DM patients will eventually develop renal impairment even at very old age; indeed a large group of subjects aged > 75 years (n = 16.984, 48.5%) were still normo-albuminuric with preserved eGFR values, thus confirming that DKD in elderly patients is not only consequent to the loss of renal function of the ageing kidney. Furthermore, elderly subjects without DKD (mean age 80 years, diabetes duration 14 years) showed an optimal glucose control (mean HbA1c 7.1%), with lipid and BP values close to recommended targets and no weight loss, indicating the importance of controlling major risk factors in order to prevent renal complications even late in life.
CVD risk factors control is another important issue in elderly patients, especially in those with DKD. Thus, the health and economic burden associated with DKD is largely related to the high risk for CVD morbidity and mortality and its evolution to end stage renal disease [31] [32] [33] [34] , which does not spare the elderly population [10, 11] . In the Atherosclerosis Risk in Communities (ARIC) Study, both eGFR and albuminuria were associated with CVD outcomes, although age and other demographic variables had a modulating effect on these associations [10] . Furthermore, other studies and recent meta-analyses confirmed that the relationship between renal function and CVD mortality is largely consistent across age-categories [35] [36] [37] [38] .
Accordingly, our data show that both low eGFR and albuminuria are associated with a worst CVD risk factors profile in all the considered age-groups, and this was also evident for parameters such as BMI, triglycerides and smoking habit that progressively decrease at older age.
Our data also confirm that, independently of age, the strength of the associations of CVD risk factors is different when considering low eGFR and albuminuria, as previously demonstrated in our and in other cohorts [9, 24, 30] . These differences were particularly evident for gender, BP and glucose control.
Gender has been reported to have consistent and specific associations with DKD features, with potential implications in terms of CVD risk [39] [40] [41] . As expected, in the overall population, female gender was more prevalent at older ages, likely because of the female survival advantage. However, gender differences in DKD were maintained even at older age, with T2DM women being more prevalent in the low eGFR group, and men in the albuminuric group.
This finding is in line with several reports showing gender-differences in renal disease both in non-diabetic [42, 43] and diabetic cohorts [9, 29, 44] . Consistent with our findings of male gender being a risk factor for albumuminuria, in the UKPDS (The United Kingdom Prospective Diabetic Study) male gender was a predictor for the incidence of albuminuria, but not of low eGFR values [29] . Similarly, both in the RIACE study [44] and in previous reports from the AMD Annals Initiative [9] , the albuminuric phenotype was more frequent in T2DM men, whereas the low eGFR phenotype was more prevalent in women. Furthermore, male gender seems to be a risk factor for DKD progression towards ESRD [45] [46] [47] [48] [49] , whereas once on dialysis treatment, mortality risk seems to be higher in the female T2DM population [50] [51] [52] [53] . The bold values refers to significant (p < 0.001) comparisons between patients with albuminuria (ALB+) and those with normoalbuminuria (ALB -)
In spite of these epidemiological findings, the pathophysiological bases of these gender differences remain still largely unknown, although it should be kept in mind that formulas commonly used for eGFR calculation are influenced by gender [54, 55] .
Worst glucose and BP control were also associated with both low eGFR and albuminuria, irrespective of age and in spite of the overall mean at-target values in all age-groups, confirming the undisputed role of intensive control of these risk factors in the prevention of microvascular disease. However, at multivariate analysis, the association with HbA1c values remained significant for albuminuria only; the impact of BP values on the risk of low eGFR was attenuated in the oldest group, suggesting that the network of factors related to eGFR decline in T2DM subjects is more complex.
Notably, although glucose control was overall good in all age-groups (mean HbA1c 7.2%), a larger percentage of subjects in the youngest group showed out-of-target HbA1c values (> 8.5%), compared to subjects > 65 years, whereas the higher prevalence of HbA1c between 7.5-8.5% at older age in our cohort could be interpreted in the light of current guidelines that suggest to mitigate glucose targets in the elderly [28, 38] .
Age had an influence on these associations, attenuating the relationship between renal features and the examined CVD risk factors. This was particularly evident for BP control and anti-hypertensive treatments, that were positively and strongly associated with low eGFR values in the < 65 years group and progressively less at older ages. Also smoking habit, that was positively associated with albuminuria and negatively with low eGFR was influenced by age.
When evaluating quality of diabetes care, through the Q score [15, 16] , we found an overall good quality of care (mean values of 29-30) at different age-and DKD strata, and these data are in line with the findings of other diabetic cohorts in Italy [15, 16] . However, older subjects (> 75 years) and those with albuminuria (Alb+) showed lower Q score values compared to the other groups. Notably, the QUASAR study [15] showed that the risk of developing CVD events was 84% greater in patients with a score of < 15 (incidence rate ratio: 1.84; 95% CI 1.29-2.62) and 17% higher in those with a score between 15 and 25 (incidence rate ratio: 1.17; 95% CI 0.93-1.49), as compared with those with a score of > 25 [15] . Our data extended those observations indicating that, irrespectively of age, low Q-score values are a risk factor also for albuminuria, a widely recognized risk factor for CVD.
Several limitations of the study should be acknowledged. Among these, the potential influence of geriatric conditions, which may affect quality of care and DKD outcomes, was not specifically considered; moreover, we did not take into account that the management of DKD in elderly patients is complicated by the higher exposure to drugs' side effects, including hypoglycemia, and frequent co-morbidities [28, 34, 56] . Also, we did not explore the potential associations of the available classes of drugs with low eGFR and/or albuminuria phenotypes specifically in the elderly population, although a previous analysis of this cohort showed an high percentages of patients treated with those drugs that should be limited or contraindicated by impaired renal function [57, 58] .
Conclusions
In conclusion, in this representative sample of outpatients with T2DM, DKD prevalence, especially low eGFR, was very high in subjects > 65 years old. Both low eGFR and albuminuria were associated with a worst CVD risk factor profile, although these associations changed according to the specific outcome examined and were generally attenuated at older ages. Quality of diabetes care was overall good even at older age, however, when impaired (Q score < 15), it was associated with a higher risk of albuminuria. These data indicate that DKD in elderly patients is still a high-risk condition that deserves full clinical consideration, in order to implement a targeted treatment and improve its outcomes. 
